This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 



BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not hmited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 

IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



(19)B*iai*fFfr (JP) (12) ^ ^ 4# 1^ ^ ^ (A) (H)1*fFtilIiaii«S^ 

4#^¥6- 505636 

MlSSfl^lK^J- (43)iiaB ¥j« 6 ¥(1994)6^308 



(51)Int.Cl.» 




F I 




C 1 2 Q 1/02 


6807 -4 B 






C 1 2 N 5/06 








5/08 








G 0 1 N 33/15 


7906-2 J 








8412 -4 B 


C 1 2N 


5/ 00 E 

*i9* "^mm^mjR w (± 9 h) 


(21)ffi^S# 


1#S¥^4- 508222 


(71)tiilgA 




(86) (22)\hMB 


^^£4^(1992) 2^280 




H 


(85)aiR5:sttia 


TfiE 5 ^ (1993) 8 27 B 








PCT/US 9 2/0 1 5 7 1 




92110 T^^xrf ;?<hn XhU 


(87)g(SaS#^ 


WO 9 2/1 5 7 0 0 




— h 5325 


(87)^S^SB 


4 ^(1992) 9^175 


(72) 




(31)«5t»£S#-^ 


' 6 6 2.2 3 9 






(32)flE5feH 


1991^ 2 H 28 B 




92037 ^ >?3^ ^:xT^>K -y-r 


(33)«5t«±SlI 


*a (US) 




»^7x-f 701 


(81)Jg:£^ 


EP(AT, BE, CH. DE, 


(74)f^SA 


#a± IS (^6«) 


DK, ES, FR, 


GB, GR. I T, LU. MC. N 






L, SE), CA, 


J P, KR 






(54) mmoy^m 









(57) imm 



*5ajRiI9E«<o^ h 'J 

b) ffi«tt**^rmS_L©««tm$ti:: 

c ) ««<3D?reT-Cig£«6mt^ h <; ^ ^ x^rm^S^HM^L : 

1 2. fflSa^^mv h U y i^;;i<3-5-y>^WyA'^^C'»3R^ I 1 Ett<^r 

1 3. ^v~Y>^mr^*<f^^<ty9$Lmx'$>^m^^\ 2E«tor ^-t^'. 



«^¥B-505636 (2) 

;^^<>y€-^Ca3RJ5l 1 Ett<DT:^-t>ro 

1 7. =i^-r>^Wr^6<r>Kt:?'^^T*0> '^*^^»S3S<-trvUD-XT? 
fe-SW^^l BEtJOT-r-tr-fo 

2 0. ?&^as6<5wmaffl^i i^vcA^asRiai gEtaor-y-tr-fo 
2 1 . m7jkmt<^m»iht<'^f&u9in'c^ 1 9 E««>r 

2 2. m^ai*<a5t5ft14-CA-5»3jtiBl 9E«®T-r'lrW'o 
2 3. ^JtSi(4i<BCECP-AM. ^^jyV-t-O-AB. CFDA. T ^ U >^ U > 
-t-f 7V-2AM, ■^A'^U-lr-r vyT-b-r— hXt±>»yt/'K+ >IS»f^ 

-e**a^^2 2EttoT-y-t>r<» 

2 4. 6E«tt*4«-M:EJi(^«ft<tS^Jtt$i±'5BiItcgu»tmo*M«'MU. It 
2 5 . ^ffff MA<^?¥ffl8a(C#S'XlB 1 »HRi^5B®flac^a^£ffl 2 
ajR5 2 4EISor-ytr'ro 

2 6. siiac;si2*H*<a^c->/r:ft#tx'>^^ h/u^w^43ff^t«i»*-c*5a3R 

312 SEttOTtr-t-fo 
2 7. ffll ffljt5ftl^A<BCECF-AMs ;^;yHr>f >-AM. CFDA, T U 

«**-e*-S»3R^2 eEttOT^-tr'fo 

2 8. m2m/(^m<3'y4tru}::i;oi.^ fl^ti^•:^'>AzaJ^f"•:^'?^'^* 



-»tt:TA5»3R^2 SECcOTr-tr-fo 

l&it6i::S« L tzmm^^^^ V')y9 x JfCiS« : 

b ) ^:£)s£atitffi©» 1 mm.^xi^ ^ ; 

c ) ^m^-ammw^t ^ h ^ x*^:£^Pb1«i^l : 

d) %5Sfi)tSttffico3B2ffll^^ff<.M 

e ) 1 2 fll:£^:lt«-r ^ C i (C J: 0 ^S^^:^i65 : 

3 1. %S5£SttflBd<%«)«lSW^^T*5a3R^3 OEttor^-t-fo 
3 2. %aS^J^^*<^:©S$-T7*'5a*^3 0 Ett^^ T ^ -tr ^' o 

3 3. fflia^3£^-7 h 'J y ^^x6<3 5-y v^wryu*dca5R^3 lEticor 
3 4. 3 5-r>^wr/t'A<yMty^fi£*-e*'5a3jt^3 sEttior-y-t-fo 

3 S. m)ia31^3t^^hUr.^X3ft<;h*^«3BX;Hvi?-C*^a5fc«3 OEttOT 
3 6, +*^«fflA<-t/l/D-XT*'5»5j5]a3 5EttOT•y^r-f, 

3 8. a5-rv^rwr^i'36<yywtr^gej»T*o> in*^«06<'tvua-xT 

*i»^Ria3 7EttOT-y-tr'<c 

3 9. ^«K»4d<fc hfi3fc-C*ia*ia3 OEttOr -y-t-fo 

4 0. tS»ffIICS««)€:^-tt-5Xg«:iE(CdCaj)t^3 0 EtttOT -y -lr-<o 



Van Brum. J. , Biotechnology. 9: l36-l37(l991)ac/Naughton^. AI ternali ve 
Methods In Toxi col osy.ed. A. M. Go Idbers. 7:183-189 (1989)9)^0 »«St^«tCS 

Naujhton?f<0*r;Ki, a^«ia«A>^,6E/»«t«lff«Jte«'mBL. -e^mmc/:: 



— 2 — 



«!^i*A^t>O0aa^■^-^O^«^fffi«!I(Cffi^LT^.>4o ±E van Bruntc 

0^ff^lA<2 4 ^fa£l±JBI^L'id^r>/to Kao??. Toxicoloey and Applied 
Pharnacology. 31:502-516 (1985), 



^¥6-505636 (3) 

h ^x±Tt&»t. (b) a£«tt»«-Jt:EJhO*«<t»«i5-li-, 

(c) «*off?£T-cfi£*tt»<!:^h';'yi^x«-3r:£Kjraar^u (d) beto 

3t^#^hy :y^x±-ClS»L. (b) %fi^tWS«Off lfflll:£«■m^ (c) 
^S^-m^ (e) ^«fi£SttJBO»iacfm2S):fe«:H:ttT*Citc:J:0, €SS 



^Si^tC. COry-tr-<(l^^rt.^4ft«5«-««lca-r£^5i<^£l^o COT-y 

-r-sct-cA^o 

Hl(i. I5ifls« 1 (CE«$ftSJ:^(-2 afBlia«lS«Lfc^0X5^«: BCECF 

a2ti, -r-^yuMEM-ce araiamMC, ch] i'^-ca-ssra 
ffij»*ffl*L, :;r-h^v'^5^5 7^-ffl(:ttaL, ^-rh + v; 
>»fflttup^*^a»fe(cM.;t4o ftiP 1 000X0 

H3ti, 3IIS«2tciett$n*J:^tc2a(IBia«i&»L, BCECF-AM (^flS- 

ofl^flr-t/T^L. €^fflc!>®«(ijaaaostJt*^-ro ±oaiiu. o. 5« (v/v)x 

^y-AaaL/:flE«*^T^-r« TcOffl«tl. S. 0 96 (v/v)i^y-yl'aJi!L/;:fiE 
**7r^-r. |SIjmAj£2U-lf-Ha«l* f&HSlOOOX. 3J:<*S«o 

ao 5 ^aiBCECF-Wli 3 *? {tr n fcf ACPDODfflWKIXi LTJfflE L, / 



•:?;^fl£«»ic*itt4^fi^*^»rtflMrtc*5t:r5%aEfitfiiitttr-50a-c* 

t&«5(liffi?U»«I'C*ec<J:36<lf* Cl^o «?LIM3jOW(4. t^t., 5 -y 
-y h, t^UX9-. O^^, ^yt-tfA^, tfA'ac/t H7*4o 49t-lf 



*ttl4ti^&®«*^ 1 I 0. 0 0 03?i^ = 'J KA* (ai*)*0lGffl<!:-r>5C 

T«D«»it±, 35-r>s yo^^f^>^oifl55>^«^^>'<^^®& 

VSiio 3 7-y>^Wr^^«>Wt±. r;Wb7'^'g£«. CELFOAM^-CUpjoh 
Company. KalamzocMO a-7-r>, -^ot-^^'} i3>'St.l^^ 

V^^f->*^t;iafiE^. ^-*.tjr math ICEL^" (Collaborative Research, inc. 
Bedford,MA) T^-So CELFOAM^-{±. ittS^ffSI 2. 465.357^lcE«*nTl.>6 



?ia¥6-50563G (4) 

jaXif-Vi^-C^So leighton.J *1 Cancer Insti t. . 12:545-561 (1951)o 

(iJJBO CELF0AH^■'^TJa^^^r/^D-XX/i^>>'cO4i^^^5^^■'£■^❖x -tOv h 

^it^pao. ataotti^^ri^-^Ky -/^^^JttcflK ci:A<T$5o fiE*Ki4PBi® 

*f i H.^m«U*^ 1 - 2 na-C*So 

\z-7 h y ^'x©a:ir<^KJ4<^)^iE«(cSftt-r'SCi:fil<-C$-5J:9(C'^C^^i• 



T^<t'r'5fcto(cMjam-r'5o ^ h y -y ^ ;^oBn*asu, ^ h y ^ ^ x^sfjs 

3 7t;T4ffi*fBiTAic 

$n/i7Klt5ft«i3ifirA'5o flFi H.^:^ltS{l, I 0« (v/v)'?->J!&im« (FBS) 

^,n'5a»ff^':itn;^«5B(c^^$n4o ifi±mnt<r > :^ ^ ^ -> ><om-^. *fi 

H.^«iS(±i&ltfilnifr^$ttjO. 2mg-C*'5o ftfecOlSFitfi, If S U < ti'^' i'fi&imm 

ttm^hntio Kaoif. Toxicol OBY and Applied Pharmacology, 81 :502-5l6 
(1985), 

iitsfcisa(;*i(-^Tu. ffljtan^E^? I* y y ^':^*<3^-r>d^y/w m^u 
cfraflo/n^^wfflx^t? v-v^^cta^^^^i*-?- h y -y^x-c^So Ji«<^ cel 



^an3m^ h y -y ^x±-eis«u> (b) fi£jfftm^M;£Jios«iStt$ti-, 

(c) ««cO^;£T-C^ttnivhy v^x^m:£^/SltmL. (d) gJttt 
v/uowtl, Balb/C7- K^-^^x^jfco^iSSSlS?- Kv>;^«cT*4o 

tenant" iU, JS^IKA<^*TWr5L^-C(.^^k-l,»ffliatcRiK*5l.WiK0iii 

m?rt38iLrifiLi.*^&^^au, filtm6*im. Wx(/"S . "P . "M, 'H?f 

(0^fllSttT:/-t>r(CttoTffll»'5Cii<r*'£o W^Ltf, Handbook of 
Fluorescent Probes and Research Chemicals, ed. R. P. Haugland. Uolecular 
Probes, pub! i sher. Eugene. Oregon (1989-19900)1^0 



»*(iBCBCP-AMCB-lI50). j^yP-t^f >-Ad(C-1430) , CFDA (^yt'/K+ >^7;u;M/-tr 
>r > -:?T-tr-r- K :C-195) T ^ ') >7t \y > i^ik-mi)^ ^ yu-e-< > 
(H-U26), ■7-7-2AM(F-1201). TA/jMy^r-r Vv'T'-tr-r- KF-1303)X(±/;>U'K 

rtT»$nrt>6(«olecular Probes. Eueene 0R)o »i(4BCBCF-AMX(i^ /U-t > 
-AM 6<^tClf$ Ll^o JSfflrtOSt^tiBolecular Probesd^^^A^rS $m^fe5fe|t4 

» [ (5. 5 ' -■V7-*Kx/7j'f-U» t':^ (3. 8 - >'T ~ y - 6 -7 jt^yU 
?4-t±, ^!SetmiC±i(,^T^3a]T?**3mE$nTV*^ (MolecuUr Probes. Eugene. 



■C*5„ ±E Haughiando 

s« i sat- 6 Sir i-^s?ttW£o^;^a:^:jfffi l . m^<D$m t mPA-r s 



^f£^fi^t;UK-^«-?T9Ci6<-e^5*f^ H.^SS»a(4. lOx PUnApo^^tiai^^ 
St»/3Nikon 0ptiphot{C5i*3H-(t/::MRC-600 CONFOCAL IHACINC SYSTEM(Bio-Rad. 
Richmond. Ca.) <DJioUm^}^^^l^-^-B^V$>^o A-i- * R^.^jfeSRg 

fB^ilA<iSJfica];tt»n5o JS.1^3K*m(CJ!ii;t.^as i&»^#T-c^«tm<^ 
^(i^5^^^^»«iI2^rai&«*lml^-5ci:*<*f^ L<. 0-2 o^^-d^Mic^i 

^t!ft*4PiaE/BCECF-AAI^ffiffl-r'516^, «i**affit4&* *i) I -*tl 1 0 0 i ^ a t 

*S!B^OS»Si4T -t >r (4. ^SfflU o "5 SttttSiffi J: 0 W?f|rWST* -So 

tttt«tiOettfl^fiJB.B«-K * tftx -5 /^a6lCffl t * S C t d<T * -So 
C. ^gJ5ga7-y-tr-< 



lrjCDffiai-i3(..T(4. *ieB^{4^SJ5£Srv-tr>rT*oT, F*?<ffl® 
®flS«-igfll&S®J:)3±tcStb$-ti-'SCi{c:J:»?, l^it6tca/9L/;v h ^^^;^_h 

^s^ssTr-tr-rcois^. ■gwia?4«-w^«?*^'=>A^-r'SCD-c. s;arfit(EK4 

(4, sKXiim&i>-*^momitiaA<%&^B:^^m-i^m<D^i,<m\.^<^ 
nso a&iai^-^.isio3t't.n^B5ic, fi£«t^m%«'«^n4JJ^xt4XIJ0ii^ n^o 

^fi5ES7-y^r>f (4. (a) ^^J»«9^^<^»» t,nf*j«!ffiiniBlffi*W^-5ai» 

(b) ^SSfi£SttOOS l©l**m\ (c) lSift4>o?flMIK1E^<i:vhy -y^^y^ 
*^SKjRgimL, (d) %5gnES«.B©m2fii;E«-fft\ (e) ^K^SttSS 

rJ' --SrSefe-r '5, / - -(4^0«!)a&^I^ftT*i C id<ff i L < , 

^iOS$X(4flaffi77**C,J:;6<SlwHF4 Lts €fifiEfitt««-fi|:£-rs^a(4, 

"CAsia^, %»<^)saa«a£;^^-ffl(,''S^-coiS'cxt4ifltt^ftJit;t33oro':>/:^» 

(4, ^ttttJfiT^a-CASa Praiter?P. J. Invest. Dermatol.. 61 :72-8I(1973)o 



ji<l|t(/i^>n'5o Cecil Textbook of Medicine. 15th Edition ed. Beeson^S. 
W. B. Saunders. Phi lade 1 phi a. pp. 27 &c;2272(1979)o 

/<5^ _;5<^{/,^nio ±SeTextbook of Medictneo 



?JS¥B-50563G (6) 

^Wib-r'5ftfe:^^C-^^.^Tm;£Jl<0^a«^tX^iiat^5«^j^KJK-^■'5o 

9 5 %25iac^5 %coi i^)S^«TT;yxiagiL/=-r >4^^'<-5'-rt*^3 7 
fa(c^a^imjna?(BCECF-AM)i5Eajta(c:^acm^as ia^itroni^'y^. po 

^3t5ft$WS*3IBCECF-AM&CfP I (Molecular Probes. Eugene, OR) 5 = 
:^ o^/UTi^lfttwtaSiSttlLfco Slt6(CSSl4^'*]!iaL/;3 Oi^atclOx PUnApo 
it«?fil^^^/::Nikon OptiphottC^tO Kt^fc MRC-600 CONFOCAL IMAGING SYSTEM 
(BiD-Rad.Richn»ond.Ca) ^m^^ft^m^t^JiO . !fe$4^asai*?f^Saa&^tcff 



pH7. OT'ttj^L, ilflai^^:/-fe>'l'tcAn, 1 0%(v/v) >-CSI^Lfco 

^^r/^NTB-2 i^yUv" 3 ^TffiSL, SafBlBitL. ^«L/::o 
Freeman^. Proc. soc. Natl. Acad. Sci. USA. 83: 2694 -2698( 1986) aiJf Hoffman^. 
ProcSoc. Acad. Sci. USA. 86:2013-2017(1989) o 

cn'icoii«<oes«-H 1 RCf 2 C^jt-To 

H 1 t^jn^n-si o tc, < - 7'A'«'hie-?g^i6*o#?ja celfoam^-^ ^ >; ^ ^' 
i&mmm<o^n^^Lfz. ^u, ^mmsLtfsi^&Mwmm<. bcecf-am m 

C*H] «paJfflJ!a%(i. 38. 6%. 75. 2?6SC;iO. 2«T*->/::o 

ffwifaic^H'Amjn^KtLTBCECF-AM&af C'H] -^i -yv&cmaftaic^a^i 



BCECP-AMac;pi«rfflu/iiaeus»Hi6 2 aacainco^M^ffffiLfco c<o 

t^fO, 5— *t;7 0?^(v/v) , K+vyl/t'>>coiS^<(ti2 9 — 7 2 5 B«s/nia.a!S:M 
^ftS-^ h >; O z^Oifi^m 6 -j»(^J 6 0. 0 «(v/v) {c^a(J$-t*-/::o 

^i?ftv.^^«**W^it&<!:3£aL, ffi*U?4«-BCBCF-AM2tC«'I^fflt^/;±.??lK(- 
JSC, K^^vzi'f'>>iSfii$^/:fi£«ttl*«rS«Stti0 2 4^fa]»{cSJS$ 

cn^»oiittoiss*a 3 - 7 (ci8*^o 

0. 5 9«(vA)(±«ffl>l*^®fiSl) dD-Si-^tiS. 0«J.^>'-yl^ (T=&«5<^®«) rfiiS 
L/ra, ^SSccr>«aJ!a;5<5E^T(.^-5o Ef::, r-^tl, 5. 0 96^^^ y -/UA<0. 5« 

5 0 «ac;7 O^i^'y-yU^ffll^/iiemU, 5 96«:mi>Ta^>n/::«f)co 

^Mjia [Pi-fBtt im acfBCECF-AM-tti4 (») aAa] icflaLra^Ea^a (pi 



— 6 — 



Pii = 



Jf^¥6-50563G (7) 

* aoiEitCMf i JifCffl I, ^ 4 C id<-r7 * 6 C 1 CTi. ^5, 
CELFOAIT"^ h 'J -,9:^. JbJB(0«ATRICEL^"<tTJB<0-tA/a-x;^;H>y«-^C 

a 8 o f*- *±. jam^s L /= ^ xfi&jrd<^5Sfi£a<o jEff ^£iM*3t^ l tz 

aaiBI^ff^-tt^C. (3) a)JSie««:.TTt. (4) iEwnc^fijsm^^'^-'S 



»^¥G-50563G (8) 




?f ^¥6-505636 (9) 




» n X « « 



43S/3«(I.243. 4, 340.1. i 



APS. CAS , KEOLZKS. BIOSXS 



m. oocwttiiTm eowwoonD TO M wnv*i>T '* 



os. A.4.» 4 0.a33(vwfDraoacH) lo jult i«o, ski EVrXRt 



CIS.A. 3.015.514 (UrSK) 14 KAY 19»1 . SM BrTXRt DOCOKPTT, 



I-3I 
3»-40 



TXRB 



1*90. SSI 



SQBCS&X. VOLOKt 103, NCKBCR 4. ISSUED ISB», BOTCS ET 
AL. 'BIOLOCXCAI. ATTACKKnfT. CSCWnf AKO OtrmniTXATIOH 
OF CULTURK) KIMMI tPZDSRHU. URATIMOCmS OH A 
GRAFTASLg CtTLLAOBI AMD CHONDROITXH.C-SnLTATS 
SUBSTRATl.* PACES 431-443. SH DmRI OOCDWirT. 




